Marked-Up Claims 

A liposome comprising at least one phosphatidylcholine, a 
cholesterol, and a benzoquinazoline thymidylate synthase 
inhibitor . 

The liposome of claim 1 wherein said phosphatidylcholine is 
selected from the group consisting of 

distearoylphosphat idyl choline , hydrogenated soy 

phosphatidylcholine, soy phosphatidylcholine, egg 

phosphatidylcholine, hydrogenated egg phosphatidylcholine, 
dipalmitoylphosphatidylcholine, dioleoylphosphatidylcholine, 
dielaidoylphosphatidylcholine, and 
dimyristoylphosphatidylcholine . 

The liposome of claim 2 wherein said phosphatidylcholine is 
hydrogenated soy phosphatidylcholine. 

The liposome of claim 2 wherein said phosphatidylcholine is 
soy phosphatidylcholine. 

The liposome of claim 2 wherein said phosphatidylcholine is 
dioleoylphosphatidylcholine . 

The liposome of claim 2 wherein said phosphatidylcholine is 
dielaidoylphosphatidylcholine . 

The liposome of claim 2 wherein said liposome further 
comprises phosphatidylglycerol . 

The liposome of claim 3 wherein said benzoquinazoline 
thymidylate synthase inhibitor is GW1843 . 

The liposome of claim 4 wherein said benzoquinazoline 



thymidylate synthase inhibitor is GW1843 . 

10. The liposome of claim 5 wherein said benzoquinazoline 
thymidylate synthase inhibitor is GW1843 . 

11. The liposome of claim 6 wherein said benzoquinazoline 
thymidylate synthase inhibitor is GW1843 . 

12 . The liposome of claim 7 wherein said benzoquinazoline 

thymidylate synthase inhibitor is GW1843 . 

13 . The lipsome of claim 12 wherein said hydrogenated soy 

phosphatidylcholine, cholesterol and phosphatidylglycerol are 
in a molar ratio of about 2:1:0.1. 

14. The liposome of claim 8 wherein the hydrogenated soy 
phosphatidylcholine to cholesterol molar ratio is from about 
5:1 to 2:1.5. 

15. The liposome of claim 14 wherein said molar ratio is about 
2:1. 

16. The liposome of claim 14 wherein said molar ratio is about 
4:1. 

17 . The liposome of claim 15 wherein said liposome is unilamellar 
and less than 100 nm. 

18. The liposome of claim 17 wherein said hydrogenated soy 
phosphatidylcholine to GW1843 molar ratio is from about 5 : 1 to 
75:1. 

19. The liposome of claim 9 wherein said molar ratio is about 2:1. 

20. The liposome of claim 10 wherein said molar ratio is about 
2:1. 



■2-it-: Tire — liposome — of — claim — 3rl — wherein — said molar — ratio — rs — about 

22r. The — liposome — of — claim — 3r7 — wherein — said — hy dr og ena t ed — soy 

phosphatidylcholine to GW1843 molar ratio is from about 0 . 1 to 
20.1. 

23~: A liposome comprising a benzoquinazoline thymidylate synthase 

inhibitor — (BTSI ) — encapsulated — xrt — a — liposome, — wher - ein — said 
liposome is comprised of hydrogenated soy phosphatidylcholine 
(H8PC) — and cholesterol and wherein IISPC . — cholesterol are in a 
molar — ratio — of — about — 2:1, — and — wherein — the — HSPC : BT31 — molar 
ratio — ±-s — from — Ehri — to — 20:1, — and — wherein — said — liposome — irs 
uni laml lar having — a size of — less — than 100 rim . 

24-. The liposome of claim 23 wherein said BT31 is GW1843 . 

•2-5-: The composition of claim 1 produced by the process comprising: 

a-) forming a lipid film — or powder comprised — of 

phosphatidylcholine and cholesterol; 

fcr) hydra ting — said — lipid — film or — powder — with — an — aqueous 

solution — containing — a — benz equina zo line — thymidylate — synthase 
inhibitor — (BTSI) ; 

ci applying — energy — whereby liposomes — that are — unilamellar 

and less — than 100 ran are obtained; 

eH cross-filtering — against — an — aqueous — solution — to — remove 

unencapsulated BTSI, — whereby — liposomes containing a BTSI are 
obtained. 

-2~6h The composition of claim 25 — wherein said phosphatidylcholine 



irs selected from bhe group .consisLiny o-f 

distearoylphosphatidylcholine, hydrogenated soy 

phosphatidylcholine , s-oy phosphatide lcholine , egg 

phosphatidylcholine , hydrogenated — eg^g — pho spha t i dy 1 cho line , 

dipalini Loy lphospha Li dy lcholine , — dioleoylphosphatidy lcholine , 

dielaidoylphosphatidylcholine, a n d 

dimy r i s Loy Ipho spha Lidy 1 cho 1 ine . 

¥h\ The composition of claim 2 0 wherein said phosphatidylcholine 

is hydrogenated soy phosphatidylcholine. 

2-8-: The composition of claim 2 0 wherein said phosphatidylcholine 

is soy phosphatidylcholine, 

•2-9-: The composition of claim 2 0 wherein said phosphatidylcholine 

is dioleoylphosphatidylcholine . 

■3-0-: The composition of claim 2 0 wherein said phosphatidylcholine 

is dielaidoylphosphatidylcholine : 

5-3r: The — composition — of — c laim — 2-6 — wherein — said — liposome — further 

comprises phosphatidyl glycerol . 

52-: The composition of claim 2 5 wherein said energy is applied by 

a homogeni z er . 
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3-8-: The — composition — of — claim — 2rl — wherein — ttre — hy dr og ena ted — soy 



phosphatidylcholine to cholesterol molar — ratio is from about 
5.1 Lo 2.1.5. 

8-9-^ The composition of claim 3 0 wherein said molar ratio is about 

4-0-: The composition of claim 38 wher - ein said molar ratio is about 

The composition o-f claim 3~9 wherein said liposome is 

unilamellar and less — than 10 0 rim . 

42 . The — composition — of — claim — 4i — wherein — said — hydrogenated — soy 

phosphatidylcholine to GW1643 molar ratio is from about 5 : 1 to 
75.1. 

■43-. The — composition — of — claim — 4-2 — wherein — said — hydrogenated — soy 

phosphatidylcholine to QW1843 molar ratio is from about 8:1 to 
20.1. 

4^4— The composition of — claim 25 — wherein — said BTSI — is GW1843 — and 

wherein said pho spha L i dy 1 c ho line ±-s hydrogenated soy 

phosphatidylcholine (H3PC) , and wherein said II3PC : cholesterol 
are in a molar ratio of about 2:1, — and wherein the HSPC:BT3I 
molar — ratio — is — from 8 : 1 — bo — 20:1. 

-45-: A process — for making liposomes comprising a benzoquinazoline 

thymidylate synthase inhibitor (BTSI) , said method comprising. 

a-) forming a lipid film — or p o wder 1 comprised erf 

phosphatidylcholine and cholesterol , 

kr) hydra ting — said — lipid — film or — powder — with — art — aqueous 

solution containing BTSI; 



cr) applying energy whereby liposomes that are unilamellar 

and less than 100 iuu are obtained, 
dr) cross- filtering against an aqueous — sulution — to remove 

unencapsulaLed DT31 ; — whereby — liposomes — containing — DTSI — aire 

obtained . 

4-6^ The method of — claim 45 — wherein — said pho spha t i dy 1 cho line — irs 

selected from the group consisting crt 

di s tear oy lpho spha tidy 1 cho 1 ine , hy dr og ena Led s-cry 

ph o s pha L i dy 1 c h o 1 i n e , s-oy phosphatidylcholine, eg^ 

phosphatidylcholine, hydrogenated — ecrg — pho s pha t i dy 1 cho line, 

dipalmiLoylphosphatidylcholine, — di o 1 eoy lpho spha tidy lchuline, 

dielaidov lphosphatidy lcholine , and 

dimyri s toy lphosphatidy lcholine . 

-^=H. The method of — claim 4G — wherein — said phosphatidylcholine — irs 

hydrogenated soy phosphatide lcholine . 

4-8-; The method of claim 4G wherein said phosphatidylcholine is soy 

phosphatidylcholine , 

The method of — claim 4G — wherein sdid phosphatidylcholine is 

dioleoylphosphatidylcholine . 

frd-z The method of — claim 4G — wherein said phosphatidylcholine — irs- 

dielaidoy lphosphatidy lcholine . 

■EHr-: The method of claim 4G wherein said liposome further comprises 

phosphatidyly ly cerol . 

5^ The method of claim 45 wherein said energy — is applied by a 

homogenizer . 
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5-8^ The method of claim 4-7 wherein the hy dr oyenated soy 

phusphat idyl choline Lo cholesterol molar ratio is from about 
5,1 Lu 2.1,5. 

5-9^ The method of claim 30 wherein said molar ratio is abo ut 2.1. 

■eo-. The method of claim 38 wherein said mular ratio is abou t 4.1. 

ttrz The method of claim 59 wherein said liposome is unilamellar 

and less than 10 0 nrm 
&2r~. The — method erf claim 6± wherein said — hydr ogenated soy 

phosphatidylcholine to GW1043 molar ratio is from about 5 . 1 to 

75.1. 

■63-. The — method of claim 62 wherein said — hydr ogenated soy 

phosphatidylcholine to GW1043 molar raLiu is from abo ut 0.1 to 
20.1. 

frf. The method of claim 45 wherein said BTS1 is GW1043 and wherein 

said phosphatidylcholine irs hy drogenated soy 

phosphatidylcholin e (IIOPC) , and wherein said II3PC . elides terol 
are in a molar ratio of about 2:1, and wherein the H3PC.DT3I 
molar ratio is from 0:1 to 2 0.1. 

•6S-. A method ul inhibiting the growth of a Lumor compri sing the 

administration ul a therapeutic or — effective amount of tire 



composition ul claim 1 — to a — Lumor . 

■6G-. The method of claim G5 wherein said Lumor is drug lu&istanL or 

drug — sensitive . 

■e^-. The method of claim G5 wherein said Lumor is — £j_om a carreer 

selected from the group consisLing of ovarian, lung, 

colorectal, breast, head and neck, prosLaLe, uLeran, 

glioblastoma, — and sarcoma. 

ttz The me thud of claim G7 — wherein said phosphatidylcho line is 

selected from tire g roup consisLing erf 

dis Lear oy lphosphatidy lcholine ; hy droge nated sxry 

phosphatidylcholine, sroy pho spha Lidy 1 ch oline , eg^ 

phosphatidylcholin e , hydr oyenaLed — egg — pho spha Lidy lch uline , 

dipciliuiLoylphospha Lidy lcholine, dioleoy lphospha Lidy lcholine , 
dielaidoylphosphaLidylcholine, and 
dimy r i s t oy lpho spha Lidy 1 cho 1 ine . 

-es-. The methud u£ claim G8 wherein said phosphatidylcholine is 

hydrogenaLed soy phosphaLidy lcholine . 

The meLhud of claim GO wherein said phosphatidylcholi ne is soy 

phosphatidylcholine . 

=hir~. The method of — claim G8 wherein said phosphatidy lcholine is 

dioleoy Iphospha tidy lcholine . 

=H2r-. The method of claim G8 wherein said phosphatidyl choline is 

di e 1 a i doy lpho spha t i dy 1 cho 1 i ne . 

9-3-^ The method of claim GO wherein said liposome f ur Lher comprises 

phosphaLidylglycerol . 



■7-4- The method of claim 63 wherein said benzoquinazoline 

thymidylate synthase inhibitor is GW1843 . 
7-5-. The method of claim 7-6 wherein said benzoquinazoline 

thymidylate synthase inhibitor is GW1843 . 
7-6-: The method of claim 7-1 wherein said benzoquinazoline 

thymidylate synthase inhibitor is GW1043 . 
= FH The method erf claim 7-2 wherein said benzoquinazoline 

t hymi dy 1 a t e s y n t ha s e i nh i b i t o 1 — is GW1043 . 
9-Q-. The method of claim 7-3 wherein said benzoquinazoline 

thymidylate synthase inhibitor is GW1843 . 
7-9-: The — method — of claim — 7-8 wherein said — hydrogenated srry 

phosphatidylcholine, cholesterol and phosphatidylglycerol are 

in a molar ratio of about 2:1:0.1. 
&d~. The method of claim 7-4 wherein the hydrogenated soy 

pho spha t i dy 1 cho line — to cholesterol molar ratio is — from about 

5.1 to 2.1.5. 

■8-t-: The method of claim 80 wherein said molar ratio is about 2.1. 

%9r-. The method of claim 80 wherein said molar ratio is about 4:1. 

The method of — claim 81 — wherein — said — liposome — x-s — unilamellar 

and less — than 10 0 11m . 
-84- The — method — of claim 86 wherein said — hydrogenated soy 

phosphatidylcholine to GW1843 molar ratio is from about 5.1 to 

75.1. 

■8-5-: The method of claim 75 wherein said molar ratio is about 2:1. 

S-6-: The method of claim 7G wherein said molar ratio is about 2:1. 



The method of claim 77 whexein said molar ratio is about 2:1. 

ttre — me L hod — of claim &3 wherein said — hydrogenated soy 

phosphatidylcholine to QW1843 mo lax xafcio is from about 8.1 to 
20.1. 



